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The undersigned submits this petition pursuant to section 505 (j) (2) (c) of the Federal
Food, Drug and Cosmetic Act and 21 CFR Parts 314.55 (d) (2) and 10.30 of the Food and
Drug Administration’s regulations, to request the Commissioner of food and Drugs to
make a determination of ANDA suitability for Carbamazepine Tablets USP (chewable),
200 mg (hereinafter “Carbamazepine Chewable”).

A, Action Requested

The petitioner requests the Commissioner of the Food and Drug Administration for a
change to a listed drug to allow the undersigned to submit an Abbreviated New Drug
Application for Carbamazepine Chewable. The listed drug is Tegretol® Tablets
(chewable), 100 mg manufactured by Norvatis Pharmaceuticals. The safety of the
proposed strength is supported by the bioequivalence study conducted on our approved
Carbamazepine Tablet USP (chewable), 100 mg (ANDA # 75-687). In the study, 2 x
100-mg chewable tablets were dosed on healthy adult male subjects. Furthermore, safety
is supported by the fact that tablets of 200 mg are the routine oral dosage strength of this

product.

B. Statement of Grounds

Carbamazepine dosage should be adjusted to the needs of the individual patients. The
usual effective dosage level for epilepsy is 600-1200 mg daily for adults and children
over 12 years of age, and 400 - 800 mg daily for children 6 to 12 years of age. The
dosage administration can be found on the product insert {Exhibit 1]. The proposed new
strength, Carbamazepine Chewable, will provide the physicians with greater flexibility in
prescribing the drug, as well as enabling the patients to take fewer tablets which will
improve patient compliance. It is also important to note that (i) many adults have
difficulty swallowing tablets and therefore chewable tablets are not exclusively
prescribed for children; (ii) the 200 mg tablet is the appropriate adult dose; and (iii)
neither the product insert for Carbamazepine Tablets USP, 200 mg, nor Carbamazepine
Tablets USP (chewable), 100 mg refers to the exclusive use of either product for adult or
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The proposed Carbamazepine Chewable will be the same as the listed product in respect

of:

e Active ingredient, Carbamazepine USP

¢ Indications

e Dosing regimen

e Bioequivalence: the proposed product will be designed to be bioequivalent to the
listed product, Tegretol® Tablets (chewable), 100 mg with a study dose of one 200 mg
chewable tablet in lieu of 2 x 100 mg chewable tablets.

Copies of the approved labeling for Tegretol® Tablets (chewable), 100 mg [Exhibit 1] and
of the proposed labeling for Carbamazepine Chewable with highlighting of the changes is
attached [Exhibit 2].

C. Environmental Impact

The undersigned, hereby requests a categorical exclusion under 21 CFR 25.24 (c) (1).
The proposed drug product will not be administered at higher dosage levels, for longer
duration, or for different indications than for the listed product.

D. Economic Impact

This information will be submitted on request of the Commissioner.

E. Advantages

The proposed Carbamazepine Tablets USP (chewable), 200 mg will provide the
physicians a greater flexibility in prescribing the drug, as well as the patients able to take
fewer tablets without compromising efficacy.

F. Certification

The undersigned certifies, that to the best knowledge and belief of the undersigned, this
petition includes all information and view on which the petition relies, and that it includes
representative data and information known to the petitioner which are unfavorable to the
petition.

Respectfully submitted,

Avraham Yacobi, PhD.
President, Taro Research Institute
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Tegretol®
Chewable Tablets, 100 mg

Approved Container Labeling and Packaged Insert



Container Label Copy of Tegretol 100 mg Chewable Tablets
(Carbamazepine Chewable Tablets, 100 mg)
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Tegretol®
carbsmazepine USP
Chewable Tatlets o 100 mq - red-apackied, pink

Tablats of 200 mg - plnk
Suspengion of 100 mg/5 mbL

Tegretol®-XR
{carbamazepme extended-release {abiels)
100 mg, 200 mg, 400 mg

Rx only

Prescribing information

WARNING
APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTED N ASSO-

CIATION WITH THE USE OF TEGRETOL. DATA FROM A POPULATION-BASED
CASE CONTROL STUDY DEMONSTRATE THAT THE RISK OF DEVELOPING
THESE REACTIONS. IS 5-8 TIMES GREATER THAN IN THE GENERAL POPULA
TION. HOWEVER, THE OVERALL RISK OF THESE REACTIONS IN THE UNTREATED
GENERAL POPULATION 1S LOW, APPROXIMATELY SIX PATIENTS PER ONE MIL-
LION POFULATION PER YEAR FOR AGRANULOCYTOSIS ANO TWO PATIENTS
PER ONE MILLION POPULATION PER YEAR FOR APLASTIC ANEMIA.

ALTHOUGH REPORTS OF TRANSIENT OR PERSISTENT DECREASED
PLATELET OR WHITE BLOOD CELL COUNTS ARE NOT UNCOMMON IN ASSOCIA-
TION WITH THE USE OF TEGRETOL, DATA ARE NOT AVAILABLE TO ESTIMATE
ACCURATELY THEM INCRYENCE OR OUTCOME. HOWEVER, THE VAST MAJORIL-
TY OF THE CASES OF LEUKOPEMIA HAVE NOT PROGRESSED TO THE MORE
SEROUS CONDITIONS OF APLASTIC ANEMIA OR AGRANULOCYTOSIS.

BECAUSE OF THE VFRY | OW INCIDENCE OF ACTAMMN QTYTTSIS AT
APLASTIC ANEMIA, THE VAST MAJORITY OF MINOR HEMATOLOGIC CHANGES
OESERVED IN MONITOPING OF PATIENTS ON TEGRETOL ARE UNUIKELY TO
SIGNAL THE OCCURRENCE OF EITHER ABNORMALITY. NONETHELESS, COM-
PLETE PAE TREATMENT HEMATOLOGICAL TESTING SHOULD BE OBTARIED AS
A BASELINE. IF A PATIENT IN THE COURSE OF TREATMENT EXHIBITS LOW OR
DECREASED WHITE BLOCO CELL OR PLATELET COUNTS, THE PATIENT
SHOULDO BE MONITORED CLOSELY DISCONTINUATION OF THE DRUG SHOULD
BE CONSIOERED [F ANY EVIDENCE OF SIGNIFICANT BONE MARROW DEPRES-

SION DEVELOPS

Betore prascriding Tegretol, ths physician should be thoroughly tesmiller whh the
Getails of ihis prescribing information, particularty regarding use whh other drugs,
espucially hose which gcceniusta (oxicily polentisl.

DESCRIPTION

Tegreiol, caibamazepine USP. s an anfoonvwuisant and specific analgasic for tngemineal
neusaiia. available fos oral admisishration as chewable tablets of $00 mg, lablets of 200 mg,
XR lablets of 100, 200, snd 400 mg. and as a suspension of 100 mgyS mi {teaspoon} s
chemical nams is SH-dibanzjtr! jazepine-5-carboxamide, and s siructural fora is

N/

i
CONH,

Carbamazepine USP is @ while 10 of-white poveder, proctically insoluble in waler and sohu-

bie in alcohol and in scotone. His molecular weight |s 236.27.
fnactive lngredients . Tablets: Colioidal silicon diaxide, DEC Red No. 30 Aluminum Lake
(chewabla tablets only), FOAC Red No. 40 (200-mg fabigts only). tfavoring (chewable tablets
only). gedatin, glycenn, magnesium stearate, sodium slarch glycalate (chewable tsbiets only),
starch, stawic acid, and sucrase (chewable tableis only). Suspension: Cilric acld, FDAC
Vellow No 6, liavaring, polymet, potassivm sorbate, propylene glycol, pudfied water. sarbilol,
sucrose, and xenthan gum. Tegreto)-XR tablets: celufose compounds, dextrales, ron
oxides, magnesium siearate, mannitol, polyetwylane glycol, sodiwm hauryl sullate, stanium
dioxide (200-mg tablets onky).
CLINICAL PHARMACOL DAY
{n controtied clinfcal wials. Yagretol has baen shown to be effective in the treatmant of psy-
chomotor and grand mal selzunes, as weoll as idgemina? newalgia.
Mechanism of Action
Tegrelol has demonaketed anicorwuisant properiies in rats and mice with sleciically and
chemically induced seizures. R appears to act by raducing palysynaplic re ises and block-
ing ihe posi-telanic potentiation. Tegretol greally reduces or abolishes pain Induced by slimu-
lation of the infraorbitsl nerve n cats and rats. K depresses thalamic polential and buibar and
polysynaplic reflaxes, inchrding e Mnguomandibinar reffex in cals. Tegrate! is chemically
unrelated 1o other anticenviuisants of other drugs used lo conlro! the pain of trgeminal nau
ralgia The mechanism of acian remains unknown, :
Tha grincipal melabafite of Tegietol, carbamazepine- 10, 11-epoxide, has anticonvuisant

activity as demonsiraiad in sevaral in vavo animal models of seizwres. Though clinical activity

©2000 Nomrtis



G0

tor the epoxide has been posidated, the significance of #3 activity with respect (0 the salely
and eflicacy ol Tegiatol has not been established.

Pharmacokinatics

fn chnical studies, Tegreto! suspension, conventianal tablels. and XR lablels defivered gguiv-
alend amounds of drug to the syslemic droviation However, the suspension wes absorbed
somewhat laster. and the XA (ablet slightly sfower, than the conventional lablel. The bicavail
abiity ol the X tablel vas 89% compaiad to suspension. Following 3 b.i §. dosage
ragimen, the suspansion provides higher peak levels and lowsr tvough tavetls than those
oblained ifom (e conveniionai ediel ki (he same dosage regimen. On #he ofier hand,
followsng a 11.d. dosage regimen, Tagrelal suspension alards steady-siale plasma levels

i el A o crn gl bablate e b @ Gdman adinimistacad af the «ama ool mia dadye
COMpraue v 16 0/6Ll08 (dweid given b5.i0 whgn admimsiaed atl the same Wiay M Jany

dosa. Following # b i.d. dosage regimen, Tegretol- YR lablets otford sleady-siate plasma
tevels compaable to corwertional Tegretol 1ablels piven ¢l d.. when administarad at the

same \olal wg dady dose. Tegreto! in b'ood is 76% bound o plasma proleins, Plasma levels
of Tegretol are vaniable and may range Trom 0.5-25 po/ml.. with no spparent refationstep 1o
the daity intake ol the drug. Usbat adult thesapeubc levels are between 4 and 12 pgiml

in polythgiapy, Pe concentrabion of Tegretol and concomiant drugs may be incieased or
decroased during (havapy, and drsg eflects may be akered (see FRECAUTIONS, Dnuig
Inmerachions). Following chvonic oral adminisirelion of suspension. plasma levels peak al
approximalely 1.5 hours compared [0 4-5 bowss alter sdminisiration of conventional Tegretol
tablats. and 3 12 hows afie: administraton of Tegretol XR tablets. The CSF/serum ralio is
0.22. similar to the 24% unbound Tegrelol in sevum Because Tegrelol induces its own
metsbolism. the hal i-life ts also vasriable. Autoinduction is completed after 3-5 weeks of 3
fixed dosing regimen_ initial hait-iile vawes range irom 25-65 hours, decreasing io i2-17
hours on sepesied doses Tegeelo! is metabotized in the Iver. Cylochrome P450 3A4 was

ideritied 85 ihe major Fsofumm responsitte for the lormslion of cerbamazeprns- 10. 1 -2poxide
from Yegretol. Aler oral adminiskation of *C-casbamazeping, 72% of the administared
radioaclivily was lound in the unine and 28% in the leces THis uinary iadioacivity was

composed [acgely of hyrivoxylated and corjugated metaboliles, wilh only 3% of unchanged
Toegeatot,

The pharmacokinelic paramelers of Tegralo! disposition ace simiar m children and in
adults. However, there is 3 poat correlation between plasma concentrations ol carbamazepine
and Tegrelo! dose in children Carbamazeping is more rapidly melabolized 1o
carbamazepine- 10,1 i-epoxide (a metabolile shown 10 be equipalent lo catbamazepine as an
aticonvisisant N Animal SEIRenc) in tha wvmnos aon amneon thon i SIURS G U b uoTy
the age of 15. there is an invesse rglationship between CBZ-EACBZ 1a%io and Incteasing age
(in ana report lrom 0. 44 in children below the age ol | year io 0. 18 in children betwean
10-15 years ol age).

The ellects ¢! race and gender on carbamazerme pharmacokinetics have nol been sys

tematically evaluated.

INDICATIONS AND USAGE
Eplepsy
Tegrelol s indicalad lor use a8 an anticonvuisan) drug. Evidence supporting eflicacy of
Togeaiol as an anticonvuisant wes derived lrom aclive diug-conkolled stisdigs thal envolled
pabents with the following seizure ypes:
1. Partial seizwes with complex symplomalology (psychomotor, temposal lobe). Patients with
these seizures eppaar th Show gieate! iIMpovemem than thosa with other types.
2 Generalized tonic-clonic sefzures (grand mal).
3. Mixed seizuie paliswms wiich includa the sove, of othed pariiat of geneialized seizures.
Absance seizures (pelil mal) do nol appear o be controled by Tegselo
{see PRECAUTIONS, Gonaral),
Trlgemmll Neuwralgia
Tegrelol is mndicated in the Weaimant of e pain associaled with Wue Waeminal neuralgia.
Beneticiat resulls have sisa besn reported in giossopharyngeal nouralgia
Ttws drug is not 2 simple analgesic and should not bie used Jor the rakal of ivial achas or
pains.
CONTRAINDICATIONS
Tegrsiol should not be used in patients wih 3 histary of previous bone manow depression,
wpearsansigivity 1o the drug, or known sansitivily 1o any of the tricyclic compounds, such as
amitnplyline, desipramine, imipramine, protriplyline, noswiptyline, elc. Likewise. on thaoretical
grounds ¥s use wiih monoaming oxidase inhibitors & nol secanvnended. Belore administsa-
ilon of Tegrelol, MAD inhibitors shouid be discontinued for a minimum of 14 days, or longer it
the clinical sitvasion parmits.

A7 A FYAMANTY O
WA WINARDT

Patients with a hisigry of adverse hematologic reaction 6. any drug may be pariculaly al usk

Ssvero damalpinnic reactiang, including toxie anidemnal noombvcie (T wall'e sundroma’
Jeveio nalgfogc rsachong, T ORI SERTCOTTR DISCTTYSRS (v F8n § SynGioma,)

and Slevens-Johnson syndrome, have been reported with Tepretol Thase reactions have
been exemaly raia. Howevar, a lew fatniilies have basn (sported.

Togrelol has shown mild snticholinergrc activity; therelore. palienis with increased intraoc-
ular pressure shouid be closely obsgrved dunng tharapy.

Bacause ol the ielationship ol the diug 10 other tricyclic compounds, the passibiitv of
=22tniSn Tl leiei payuinusis 800, N @l0erty patients, ol conlusion or agitation shouwld be
borme ia mind.

Ussge in Pregnancy
Carbamazepine can cause lelal hann when administared W 3 prepnant wornan

Epidemiological data sugges! that there may be an association between the use of
Ccarbamaeping Guring pregnancy snd congeniial mafommalions. inclding spina bifida. (n
trea¥ing or counseling women of childbearing po!em'a the ptescdbmg physician will wish o
weigh tha penaefits of themapy agalnst the risks. 1 this drug is used during pregnancy. of ¥ ine
patient bacomes pragnant wivie taking s drug. the palien should be apprised of tite polen:

tial hazard 10 tha foiyg

s §0 e SORUG.

Retrospaciive case raviews suggest hal. compared with monotherapy, there may be a
highes pravaience of leralogenic effacis asanciated wih the uxa of ankicanvisieants in combi-

nation therapy. Tharelore, I Wwrapy i lo be continued, monotherapy may be prafarable tor
pragnant woman,
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W hurmans, kansplacenial passage of catbamazepine is ragid (J0-60 mirutes), and the
drug is accumulated in tha elal tissues. with higher levels found in fiver and kidney than in
brain gnd lung

Carbamazepine has besn shown to have adverse eflects i reproduckon studies in tats
whan given oially in dosages 10-25 imes the maximom iuman daily dosage (MHDD) of
1200 mg on a mg/g basis or 1.5-4 imes the MHDD on 8 mg/m? basis. In raf teratalogy
studies. 2 ol 135 ofispang showed kinked 1ibs at 250 mgikg and 4 0! 119 olfspring at
550 mg/kg showed othar anomalies (cleft palate, 1, takipes, 1, anaphthalmos, 2. in seproduc:
Tion skudies in rals. nursing of spring demonsirated a lack of weighl gain and an unkempt
appearance al a matemal dosaga tevel of 200 mg/kg.

Antigpileplic drugs should na! be discontinued abruptly in patients in whom the drug ls
admmisiesed 10 prevent mafos seizures because of the slrong possibility of preciphating
siaws epileplicus with aitendand ypoxia and threat 1o kfe. In individual cases where the
sevatity and bequency of the seizure disordes ase such \hal removal of medication does nol
pose 3 senous theal to the paden!, discontinualion of the drug may be considered prior to
ang during pregnancy. allhough & cannot be said with sny conlidence thal even minor
seizures do nol pose some harard ta the developing embryp or felus.

Jeoslis o detect datects using currenlly accepled procedures shouid bie considered a parl
of roulne prenatlal care n childbearing women seceiving carbamazepine.

There have been 8 lew cases of neonatal seizures andior respiratory depression associ-
aled with malemai Tegretol and other concomitard anlicomadsant drug use. A few cases of
ngonalat vomiting, diznhea, and/os decreased feeding have slso hean (eporiad in Rssocia-
tian wath malemal Tegretol use. These symploms may regiesent a naonatal withdrawal
syndrome
PRECAUTIONS
Genersl
Betove inikaling therapy. a detaided history and physical examination should be made.

Tegrelo! should be used wilh caution sn patients with a mixed s@izure disorder hal )
includes atypical absence saizures, 3nce n thess pakents Tegreiol has been associgted walh
Increasad {requancy of generakized corviuisions (s8¢ INDICATIONS AND USAGE).

Themesowe chon b b oo 0000 Ly emun Liinagl DENENHO-15K 3pemiss! in patients with a
history of cardiac. hegatic, or renal damage: adverse hamatologic or hypersensitivity reaction
to other drugs, induding reactions 10 olher anticanvuisants: or inlarnupted courses of thesapy
with Tegrsiol

Hapawc eflects, ranging lrom slight elgvations in kver enzymas 0 rare cases ol hepalic
failuie have been reported {(see ADVERSE REACTIONS and PRECAUTIONS, Laboratory ¢
Tests). In some cases. hepakt ellecls may progress despile disconlinuation of the diug.

Muki-organ hypersensitivily 1aaclions occuinng days 1o weeks of manths afigr inikaling
freaiment have been ieported in rare cases (see ADVERSE REACTIONS, Othgs and
PRECAUTIONS, Infaimation tor Patiants).

Discontinuation of caibamazepine should be considered il any evidence of hypersensilivily

develqps.

Hypersensitivity reactions 10 carbamazepine have baen veporiad in patients who pio.. ..
ously expesianced thus seackon 10 ankcomwisants ncluding phenytoin and phenobarbital,

A hislory of hypsrsensiivity reaclions should be oblained for patient and e imunediate
family members (! posilive, caution should be used in piescribing carbamazegine.

Since a given dose of Tegieio! suspenson will produce higher pask levels than the same
dose grven as the (ablel, d is recommunded thal patients given the suspension be started on
iavgr doses and increased stowly 10 avoid unwanied side eftects {see DOSAGE AND
ADMINISTAATION).

Information for Patients

Pakonts shouid be made awase of the aarly loxic signs and symploms ol a8 polentiad hemato-
logic problew. as weil xs dsrmaiologic, hypeisensilivity or hepalic reachons. These symp-
loms.may inchude, bul-sre nol inited lo, lever, soie Nwaat, rash, ulcers in the mouth, easy
bruising, lymphadenopaty and petechial or puipuric hemarhage, and in the case of liver
reaclions, anorexis, NaUSeAAOmIting, or jaundice. The patient should be advised thai,
bacause these signs and sympioms may signa! & senaus seaction, iat they must report any
occunence immedisisly 10 a physician. in addition. the panent should be advised that Fese
signs and symploms should be rapomed even ¥ mild or when oocuring afier extended use.

Since dizziness and drowsiness may occur, patients should ba caukioned abaut the haz-
ards of operating machingry or aulomalnies o engaging in other polentially dangerous tasks.
Laborstory Tests

'Complels prabrealinent biood counts, inchading pialelets and possibly re¥culacytes and

serum Hon, should be oblained as a basaline. # a pakant in tha course of raaimen! exhibita
low or decraased while biood celt or platelei counts, the patient should be moniosad clasely,
Oiscontinualion of the drug should be considered if 8ny svidence of signiticant bone mawow
deprassion davelops.

Baseiine and pariodic evalualions of liver funclion, pasticutarly in paliants with a fustory of
liver disease, must be pedouned during lreatmant with this drug since diver damage may
occwr (see PRECAUTIONS, Genara) and ADVERSE REACTIONS). Carbamazepine shovid
ba discontinued, based an clinical judgmeni, if indicaled by nevrly accuring or worsening
clinical or lzboratory evidencs of liver dysiuncion or hepatic damage. of in he case ol aciive
liver disease.

Basehne and periodic eye examinalions, including shl-lamp, tunduscopy, and fonomatsy,
9 recommendsd since many phenothiazines and related diugs have bean shown 10 cause
@ye changes.

Basefine and periodic compiate urinalysis ang BUN determinations are recommended for
patients tealyd with this agen! because of obssrved renal dysiunction. .

Monitoring ol bicod levels (see CLINICAL PHARMACOLOGY) has increased tha eMcacy
and safety of anticonvulsanis. This monionng may be parkculsrly useful in cases of dramatic
increase in seizure Iraquency and lor verdlicakon of compliance. In addition, measurement of
diyg serum levels may aid in deatesmining the cause of toxicity when morse than one mgdica-
tion is being used,

Thytoid unclion tests have besn eponed 10 show decraased va lues with Tegreiol
administered alone,
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Hyponalremia has baen 1eportad in asseciation with Tegretol use, either alona or in
combination with other drugs.

tntesference with some pregnancy tests has bsen repored.
Orug Interactions
There hes been a repod of a patient who passed an orange rubbery precipitate in s slool
ihe day sher ingasting Tegieiol suspension immediataty lollowed by Thorezine® soiution.
Subsequent esting has shown thal mixing Tegretol suspenision and chiompromazing solulpn
{bot genaiic and brand name) as wel as Tegretol suspension and kwd Mglanp resulied
in lhe occurrenca of this precipitate. Because $he exiant 16 which this occus with odher liquid
medications is nol known, Tegrelo! suspension should not be agminslened simultaneousty
wilh olher kiquid medicinal agests ol divenls. (see DOSAGE AND ADMINISTRATIONY.

Clinically maaningiul drug intoractions have occuived with concomitant medications and
nciude, bul are not Iimited 1o. the ialowing:
Agenis That May Aflecl Tegretol Pleasms Levels
CYP 3A4 inhubilors mhibit Tegralol matabokism and can thus 1ncrease plasma carbamazeping
levels. Orugs Lhet hava been shown, or would be expected, 1a inciease plasma
carbanazeapine tpvets include

cimelidine, danazol, dilkazem, macolides, enytiwormyan, lrolgandontycin, cladlhvomycin,

Nuoxelng. loraladine. lefenadine, isorigzid, niacingmide, nicokinamide, propoxypherne,

ketaconazole, firaconazole, verapamil, vaiproale *
CYP JA4 inducers can increase the rate of Tegreiol melabolsm. Drugs thal have been
shown, or that would be expecied, o decrease plasma casbamazeping lovals inciude

cisplalin, doxarubicin HCI, felbamate,? flampin, phenabarbilal, phenyicia, pamidone,

heophylne.

‘increased levels of the active 10, 11-epoxide

tdacreasad lavals ol catbamazepine and incieassd levels of the 10,11 -apoxide
Effact of Tagretol on Plasma Levels of Concomitant Agents
increased laveis. dlomipramine HCI, phenyloin, primidone
Tearsto! INduces hanalin CVD actiuik, Tosmats! $25505 L waunt Us osputieo I CaUSE,
decreased levels of the follawing:

acelaminophen, alprazolam, chnazepan, clozapine, dicumarol. doxycycline.

ethosuximide, halope ridol, amolrigine, methsuximide. oral and ather hormonal contracep:

Wives, phensuximide_ phanytoln, theoptyfing, ¥agabine, topiramale, valproate, wardarm.
Concomitant administration of carbamazepine and lithium may increase the risk of neurotoxic
side effects.

Alterakons of twroid funcion have been reposted in combination thesapy with others anti-
corwagsand medications.

Concamitant use of Tegrelol with hormonal coniraceplive products {e.g. oral, and
ievonoigeslref subdermal imptan! contracepiivas) may tendes the coniraceptves less

R, [ —

sligciive becavse Ihe plasynma conoeniations of the héumonus may be decraased
Breakthvaugh bleeding and unintended piegnancies have teen reporiad. Alternative of
back- up methods ol contraception shouk be considesed.

Carcinogenesis, Mutagenesis, impalrmend of Fartitiy

Carbamazepine, when adminisigred 1o Spiague-Dawley rals for two years in the diel al
doses ol 29, 7§, and 250 mg/giday, resulted in @ doss-relaled icrease in the incidence of
hepaioceKular lumois in females and of benign intersiiial cell adenomas in tha tesees of males

Carbamazepine ast, herefore, de considered (o be carcinogenic in Sprague-Dawley
rais. Baciasial and mammalian mulapenicity studies using cariamazepine produced negalive
resulis. The signilicance ol thesa (indings selative 1o ihe use of carbamazepine in humans is
al present, unknown,

Usage in Pregrancy

Pregnancy Category D (see WARNINGS)

Labar snd Oslivery

The gilect of Tegreto! on human labor and dedivery is nknown.

Nursing Mathers

Tegeeiol and iis epoxide melabolile &re lransienad to breast mik. The ralio of the concantia-
uon in breas! mik o thal i matemal plasma is about 0 4 for Tegrato! and about D.5 toe tha
epoxide. The estimated doses given 10 the newbam dunng bieast faeding are in the range ol
2-5 myg daily for Tegretol and 1-2 mg daily tor he epoxda.

Because of the patential for serious adverse reaclions in nudsing infanls fram
curbarmazepine, a decision shoukd be made whether (o discontinge nursing or to discontinue
the drug, laking Inlo account the impariance of the drug (0 the mother.

Pediairfc Use .

Subslarmal evidence o! Tegretok's efectiveness for use in the management of chiddren with
epiepsy (sae Indicabons (or specific seizute types) is derived hom clinical mvastigalions per-
loimed n aduits and from studies in sevesal in vilro systems which support the conclusion
thal (1) the pathogensdc mechanisms undedying seizwe propagation are essentially enti
cal in acufs and childien, and (2) the mechanism of aclion of carbamiazepine in treating
seizurgs 18 essenkally identical in adults and chilwen,

Taken a5 & whoie, this inlormetion supports a conciusion thal the generally accepied (her-
apeuiic iange ol 1olel carbamazeping in plasma (i €., 4-12 megAnl) is the same in chidren
and adulls.

The evidence agsambled was primasily obtained fron short-lenn use ol carhamazapine.
The salaty of carbamazepine in children has been Systemalically studied up ta 6 months.
No knger-lem dala lrom clinicat inals (s avaiable.

Geristric Use

o systematic studies in gesialric pationts have been conducted.

ADYERSE REACTIONS

W adverse reackons afe of such seventy hal the drug must be discontinued, e physician
must be awaie ihat abrupt discontinualion of any anficonvulsant drug in a 1esponsive apilep

ko e

Uc patient may lead (o Sei2Ures ar evan S1ali andankicie with o Bl e oo wily NG,
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Tegretol® carbamazepine USP
Tegrelol®-XR (carbamazepine extended-release tablets)

The most severe adverse reackions hava beon cbserved in the hamopaiqtic Syslem
{see boxed WARNING), the skin, lrer, and the cardiovascular system.

The most frequently cbsefved sdverss reactions. particutarly during the initial phases ol
therapy, are dizziwss, drowsiness, tnsieadinass, nausea, and vomiling. To minimize the
possibility of such reactions, thareny should be initiated at tha low dasage tecommaended,

The fotowing additional adverse reacions have besn reported:

MHemopoletic System: Apiastic anemia, agranulocytosis, pancylopenia. bone masow
depression, thrombocyiopenia, lsukopenia, leukocytesis. easinophiia, acule inteimillent
parphynia,

Skin: Prunific and etythemalous rashes, uncaria, loxic apideimal nacrolysis (Lyel's syn-
diome} (see WAPNINGS), Stevens-Johnson syndrome [see WARNINGS), pholosensitity
reactions, aleralions in Skin pigmentstion. axiclialive damaiitis, erythema muitidorme and
nodosum, purpuea, aggravalion ol disseminated lupus erythamatosus, alopecia. and
diaphoresis. In centain cases. siscominuation of therapy may be necessary. Isalsted cases ol
hirsulism have bean reportad. bt a causal nelatonship is nol clear.

Cardiovasculat Sysiem: Congesive hean lailue, edems. aggravation of hypeatension,
hypoisnsion, syncops and collapse, aggravaNon of cotonary anery disease, archylthmias and
AV block, thrombophlebilis, thrombosmbolism, and adencopeihy or fymphadenonatity.

Some of hese candiovasculsr complications have resulied in laakilies, Myocardial infarc:
won has been associated wath other Wicyclic compounds.

Livar: Abnormatities m lvac anclion tests, cholgstake and hapatooeliulat jaundice, hepautis;
very r1am cases ol hepatic lalure.

Pancrearic: Pancreallis,

Respiralory Sysiem: Pulmonary hypersensilivity characienied by lever, dyspnaa, pneu-
moniis, OF prieusonia

Genltowrinary System: Udnacy trequency, acute urinary retantion, oliguria wilh elevaled
blgod pressute, azolemia. IONAY IANUNE, aiw e, Alhomineia alvoosunie, slevated.
BUN. and microscopic deposis in he uring have also baen reported.

Testicular atrophy oocasred in rats recewing Tagrelol orally from 4-52 weeks al dosage
lavals of 50-400 mg/kg/day. Addisionally, rats teceiving Tegretol in the dial tor 2 years al
dosage levels of 25, 75, and 250 mgkg/iday had a dose-related Incidence of esticular
strophy and sspammalogenesis. in dags. i produced 2 brownish discolosation, presumably
& metabolile, n the urinary bladder al dosage tavels of S0 mgAyg and Wigher. Ralevance of
these lindings 1o humans s unknown,

Nervous Syslam: Dizzinass, drowsiness, dsturbancas of coordination, conlusion, beadache,
favigue, blurred vision, visual hallucinations, Wansieni diplopia, ocuiomotor dskubances, nys: |

tagmus, speech dislubances. 2bnotmal involuniasy movements, peripheral newsitis and
paresthaslas, degression wilh agiiation, latkaliveness, knnitus, and hyperacusis.

There have been reports of associaled paralysis snd other symploms of carsbeal arerial
insufticiency. hut tha exact rafationship of these reactions to the drug has not been established.
isolaled casas of naurclentic malignant syndrome have baen 1epored with concomilant

use of psychotiopic dnrgs.

Digestive System. Nausen. vomiling, gasific distsess and abdominal pain, diairhes, consti-
pation, anosexia, and drynass of the moulh and pharynx, including glossits and stomatitis.
Eyas: Bceatered punclale cotical iens opacikas, as welf as conjunctivitis, have baen repaited
Although g direct Causai relationship has noi been esiablished, many phenotlarzines and
related drugs have baen shown %0 cause eye changes.

Musculoskeletsl System: Aching [oinis and muscles. and leg cramps. :
Metsbolism: Fever and chifts. Inappropriste anlidiurelic hormone {ADH) secration sydrome
has beon reparted. Cases of frank waler intoxicalion. with decreased serum sodium
(Fyponairemnia) ard confusion, have been reported in associstion with Tegiolol use (see
PRECAUTIONS, Laborslory Tasts). Decreased levals of plasma calcium have bssn reported.
Other: Mu¥-organ hypersensitivily reactions occurdng days 10 weeks-of months atier nitiat-
ing Wrsalment have begn reported in rare cases. Signs or symploms may include, bul are not
fimited o fever, skin rashes, vascuitis, lymphadenopathy, disorders mimicking lymphoma,
athralgia, levkopenta. ecsinophifla, hepato-splenomegaly and sbnormal Fver mction lests.
These signs and symptoms may occur in vasious comblinations and nol necassadly concut-
ranily. Signs and symptoms mey inkially be mild. Various organs. including bt not timited 1o,
Nver, skin, immuna system, lungs, kidneys, pancreas. syocardium, and colon may be alected
{see PRECAUTIONS, Genel and PRECAUTIONS, info/mation for Patients).

isdlted casas of a fupus erythematosus-iike syridrome have been reported. There have
been occasional reports of elovaled levals of cholesigiol, HOL cholssteral, and triglycarides
n patienis taking andconvulganis.

A case of aseplic meningitis, sccompanied by nyoclonus and peripheral easinophilia, has
teen reported M a pake tsking carbamazepine in combination with othar medications. The
patiant was successiully dechallenged, and the meningifig reannoared oo 15 lLwremge vath
carbamazepine
ORUG ABUSE AND DEPENDENCE
No evidence of abuse potential has been associaled with Tegsalol, nor is there evidence of
psychoiogical of physical dependance in humans,

OVERDOSAGE

Acute Toxlcity

Lowesi known lethal dose: adults, 3.2 g (a 24-year-old woman died of & cardiac arrest and a
24-yeac-old man died of preusnonia and hypoxic sncephalopathy); children, 4 g (8 14-yaar-
oid gid died of & cardiac atresl), 1.6 g (a 3-yeas-old girl died of aspiration pneumonia).

Oral {05, In animals {mghg): mice, 1100-3750; rals. 3B50-4025; rabbits, 1500-2680,
gisnea pigs. 820.

Signs and Symptoms

The tiest signs and symptoms appear aker 1-3 hours. Newromuscular disturbances are the

most pominant, Cardiovascular disorders 8/ genacally mioer, and severs cardiac

complications occur only when very Pigh doses (> 80 9) Nave been ingasied.

Aespiration: (vagular braathing, reaPIAIOrY GopiestEion.

m'r’:‘ﬂ”ﬂf System: Tachycardia, hypotension or hyperagion, shock, conduction

Nervous Sysmm and Muscies: Impanmant of consciousnass in sevariy 10 de

coma. me&m + 8Specially in smak chidren. Motor mﬂosstar r:rcr-ng. *

e meoaress e st nes e o T80

Iakiowaa by hyporeliaasa. es. Jysmatra. initisl hyparefiaxia

Gasirointestinal Tract: Nausea. vomiting.

Kioneys and Biadder: Aruria o sliguria, unnary retention

Laboratery Fndings: isolaled insiances of Overdosdge have inciudedt laukocytoss,

reduced Wukocyle count, glycosuna. and acatonuria. EEG may show dyshythmias,

.C':T:lun::‘i’::onlng:‘ When aicehot, tncyclic antidepressants, barbiturates, or nydantoing
same ime, NG SigNE and symploms of acuie POISONING Wi

aggravated or moditiad. w 4 poisonmg with Tegratol may be

Treatment
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The o'oonos‘is in cases of sevara poisoning is crivcally dependent upan prampt alimnation of
he drug. wiuch may be acheved by inducing vOmitng. imgaung the stomach, and by taking
APRropriale steps 1o dimunish agsorphon. (! these Meaaures CannNol ba iMmpiemented without
75k 011 IS 3p01, e DABRNT Shoul be WANGeNred at ance 10 & haspral while ensufing that
vital funcbons ara safeguarded. There is ne specific arxidole.

Elimination of the Drug: Inductian of vomiling,

Gastnc lavage. Evan when more than 4 hours have elapgsed ioligwing ngeston of Me
#g. the siomaen should ba repatedly irngated, especially il tve patient has aiso consumad
Meagures 10 Reduce ALsOrption: Atlivated charcoal iaxalves.

Measures 10 Accefergte Elimination: Foreat diutes:s.

Dualysis 3 indicated only m severe poOSONIng associated win renal lwlure. Replacemant
vanslusion s macaled in severe posoning N $Mall Chidren.

Respiratory Oeprussion: Keap tha akways lrae: resort, ¥ necatsary. [0 endgolrachea! inlu-
Daton, sntificyal respiration, ang adminisiraton of oxygan.

Hypotensioa, Shock: Keep tha patien(s iegs rased and agmnigier & Dlagma expander.

if DGO prassue 1Ais 10 N3¢ OQSPRE MEAsUres (aKen (O NCreass Plasma vome. use of
vasQactive subIANCES $hould be congidared.

Convuisions: DiaZepam of Darbiluraies.

waming: Diazepam of Darbilurales may agpraveie respiratoly depression (aspacially in
children) nypotension, and coma. Howaver barditurates showid no! be used 4 drugs thal
inhibi MONOAMING OXidRse have AISo Deen 1akan Dy NG pationt eithac in overdasage of in
recent iherapy (within 1 week).

Survailianos: Rsspiration cargiac tunclion (ECG manixring), blood pressure, dody lemper-
3lurg. pupiliary reflaxes. and kidney and bladder funciion shouid te moniored for sevaral
days

Trestment of 8lood Count Abnormatities: | evidence of significant bone marrow depras-
SION gavalops, ihe lolowing recommendatons are suggeated. (1) stop ¢ drug. (2) perorm
dally CBC, platsiel. and reticwiocyte counts. (3) do & bang marrow aspitation and treghing
biopsy immadially and repeat with sullicient (requency 1o MONKOT FICOVEry.

Special pergdic sudies MG D heiphul as follows: (1) white cedl and platelet annbadies,
12) 3%F e-lerrokingic studias, (3) perpheral Biood el fypmg (4) CYtogenstc Studies on mar-
fow and penpheral blood. (5) DuNe MarrOw CUIKIre Siudies lor Colony-forming umits,

(8] hernogiobin eiectraphorasis for A, and F hemagiobin. and (7) sarum lolic acid ana B4
levels,

A haly developad aplastic anemia will raquiré appropriale, ntensive momlonng and thera-
y. tor whuch speciakized consultation should be sought.

DQSAGE AND ADMINISTRATION (seq table below)

Tegreiol suspansion in combination with bquid chiarpromazine or MINAJAZING results in
pracipiiate lomanon, and. in Ihe cage of chiorpromazina, thers Nas been 2 rapon of a palient
passing 8n 0range rybbafy precipitate in the stool foowing coadminalration of the two

drugs. ($e¢ Drug inderaciions). Because the extent to which this 0ceurs with other liqud
medicalions is net knawn, Tegretol suspension sNOUID NGt be AOMinisiared SiMulANeoUSly
with othar iquid medications or diluants.

Monitoring of biood levels has in¢reased he atlicacy and safely of ANLEONVUISANIS (S8
PRECAUTIONS, Laboratary Tests). Dosaga shoukd ba adjusted 10 the needs of the
ndividual pauan, A (0w initial Cady dosage with a gradual increase i§ 3aVisad. As $0on as
adaquale cOMIo i$ gcrwavad, the dosage May Do reduced very gradually to e mmimum
elieclive tavel Madicairon should De taken with mealts.

Since a given dose of Tegiatol suspension will pioduce higher paak levels than the sar
dose given as e lablet, 1 is moommendoad 1o ot L2 luw guses (children 612 years: 1/,
Saspvn G1.0.) and 10 increase siowly to avoid unwanied side effacts.

Conversion ol patients lrom oral Tegretol tablets 1o Tegretol suspension; Patiants shouk
be convarted by edminisierng the same number of mg per day in smaller, more trequent
doses (i.e., bid. tablels W Lid sisspension).

Tegretol XA is an sxtended-release formulation for twice a-day adminisiration. When cor
veding palents ram Tagretot corwventignal tabiets to Tegretol- XR, the same total dady mg
dose: of Yegseloh-XR should be adnviisiered. Tegrelol-XA tablsts must ha swallowed
whols and naver crushed or chewed. Tegreiol-XR tablels shouid be inspected for chips of
cracks. Damaged iableis or tablels withow a refease portal should not be consumed.
Tegreiol-XA 1atiet coating is nol absobed and is excieted in the leces; thase coatings may
be soliceable in the stool.

Epilepsy {see INDICATIONS AND USAGE)

Adulis and children over 12 years of age - inilial: Either 200 mg b.i.d. lor tableis and
XA tablels, or 1 teaspoon q.i.d. ior suspension {00 mgiday). increase at waskly intervats by
-adding up 10 200 mgdday using & b.i.d. regimen of Tagretol-XR or a 1.1.d. or .i.d.-regiman ol
tha other formulslions uniil the oplire2! responsa is oblained. Dosage generally:shoutd nof
exceed 1000 mq daily in children 12-15 years of age, and 1200 mg daily in patients above
.15 years of age. Doses up 10 1600 my daily have been used i adulis in rars instances.
Meinigngnce: Adiust dosage fo the minimum efeclive lgvel, usuafly 800-1200 mg dally.
'Chiltren &-12 yeare of age - initial: Elmer 100 mg b.id. for lebiets or XR tablets, or 1/2
feaspoon g.1.0. lor suspension (200 mp/day), increase al weekly intarvals by adding up 1o
100 mg/dmy using a b.i.d. regimen of Tegretod XR or & Li.d. or q.i.d. regiman of the olher lor-
mulatons vntil the aptimal response 18 oblained. Dosage generally should not sxceed

1000 wg dally. Malntenance: Adjust dosage to the minimum sHective level, usually
400-800 mg daily.

Chiidren under & yesrs of age - inilial: 1020 mg/kgiday bid. or tid. 35 lablels, or qid.
as suspension. increase weekly (0 achigve optime! clinical response administsced {id. or
qid. Maintanance: Owdinarnly, oplimal clinical response is achievad al dsily doses beiow
35 mg/kg | savsfaciony clinical sesponse has not been achisved, plasma levels should be
measuied lo delarming whethar or nol they are in the therapeuiic range. No trcommendation
regasding the salety of caibamazeping for use al doses abova 35 mp/kg/24 hours can be made.
Combination Therspy: Tegiotol may ba used atone or wilh other ankiconviisants. When
added lo existing aniiconvuisant iherapy, the drug should be added Jredunly white the other
anticonvulsanis are maltainad or gradually decreased, excep! phenytoin, which may have lo
be incraased (see PRECAUTIONS, Drug Interacions, and Pregnancy Celegory D).
Trigeming| Neuralgla (see INDICATIONS AND USAGE)

Inltial: On the Birst dey, either 100 mg b.i.d. for lablely or XR Labdlets, oc 1/2 leaspoon q.id.
for suspension, for 8 tolal daily dose of 200 mg. This daffy dose may be increased by up %o
200 mg/Xday using incramarnts of 100 g every 12 hours for lablels or XR Iablets, or 50 mp
{12 teaspoon] q.Ld. tor suspension, onfy as needed fo achisve freedom from pain. Do not
exceed 1200 mg dally. Meintenence: Conirol of pain can be maintained in most pajents
wath 400-800 myg daily. Howeves, soma patients may be maintaned an as $itle as 200 mg
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dally, wiile othens may reguire as mwch as 1200 mq deity. Al least oo susonr T mosae
rhaaumbost 155 U sesuort penoo. gltarnpts should be made (o reduce the doss o the mink-
mumi eflextive lavel or even to discortirue the drusg.

MHOW SUPPLIED
‘Chewsble Tableis 100 mg - round, red specklag, pink, single-scored {impented Tegietol on

one side and 52 twice on the scoled s\de)
Botles ol YO0 ... .. .. . et

Unit Dose (biistar padi)
Box 0f 100 (sHips o 10} ... e e

<o NDC 0083-0052-30
NOC 0083-0052-32

Oc not store above J0°C (86°F). Proiect from hght and moistwre.
Dispense in fight. kghi-resistant container (U/SF}.

Tablets 200 myg - capsule-shaped, pink, sngle-scored (impinted Tegretal on one side and
27 twice on the pamuly scomed s-de)

Bornles of 100 .. ey e e e bmra e e ae he ee eerieeeanis ...NDC 0083-0027-30
Botlles of \000 et et 4 e eriveme e - NDC 0083-0027-40
Unil Dose (blister pack)

Boxof 100 {stipS 0f 10) .cooeere i e NDC 0DB3-0027-32

Do nal slore abiova 30°C (BG6°F). Prodc! from moisfwe. Dispense in tight conlaine: (USF),

XR Tablets 160 mg - tound, yaliow, coaled (imprinted T on ona sidg and 100 mg on the
other), reteasa porial on ong side
Boltles of 100 .. (RPN
Unit Dose (b'lslec pack]
Box ol 100 {sirips of 10) ... . .NOC 0083-0061-32
XR Tabtels 200 mg - round, oink coaled (rmpm«ad T on une svde and 200 mg on the
olher), reiesss portal on one side
Botdes of 100 . rereeeee ....NDC 0083-0062-30
Urét Dose (bhster pack) .
Box of 100 (s¥ips of 10)... reeeen. HOC 0083-0062-32
XA Tabfels 400 mg - yourd, bnmn ooaled (vmpﬂnted T on one side and 400 mg on the
ather), release porial on one side
Bot'es of 100... O ...NDC 0083-0060-30
Unk Dose {blslm pack)
Box of 100 (Strips of 10} ... e e

...NDC 0083-0061-30

NDC 00B3-0060-32

Store at canlroled mom temperature 15°C-30°C (59°F-86°F). Protect kam moisturs.
Nspense in light container (USP}.

Suspension 100 mgls mi ﬂeaspoon) yellow-orange citrus-vanilla flavored
Botlles of 450 mL .. ..NOC 0083-0019-76

Shake well before using. )
Do not store gbove 30°C (86°F). Dispense i HoiH, lghtresisiant container (USF).
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Qossge informwtion

India? Dcsw Subsequest Dosa Maximum Osily Dose
Inghcabon Tablst” xAt Suspenzion Tabdat* xr! Susparsion Tablet® xat Swspension
Eplimsy
Undee 6 yr 10-20 mg'kgday 10-20 mp/p'day § Increase weekly Increese waekly | 35 mpgiZd iw 35 mgkgid br
bidorfid qQid. 0 schisve o acneve (see Dosage (sae Dasage
opbraed clinical opimet cinica | and Admimisicaiion and Adwiniskation
reaponss, t Ld response, Lid secton above) sacton abows)
orqld. orqid
612y 100 aybid 100mg b.id. 12spgid Addup to Add Addupto | tsp
(200 mgday) (200 mg/cay) {200 my/day) 100 mg‘day WO yiday (100 moiday ot 1000 mg'24 i
o veakly o weeldy weshly inlervaly,
ntervals, intervals, lid orqid
tid orgid. bid
Over 2yt 200 mg bid 200 mg baid. Y pquid Md o Addup to Add vp o
“00 myidey)  (400mgdw)  (WOmyday) | 200 mply X0 mydey  218p 1000 mgr24 b (12-15 yi)
6l weskly ot weekly (200 sx)Vday 1200 my/4 v (>15 y1)
Intenvals, | id. mlervals id ol weekly 1600 mg/24 I (adults, i (ane instances)
o Q.ld mlewals, Lid
o qid.
ATﬂgmlnll
Hawsnlgin 10 mgb.id 100 mg b.1d. 2 Bpqid. Add up 1o Add wp lo Add sp 0 2 isp
{200 mg'day} {200 mgiday) (200 mgtay) 200 engiduy 200 mg'day (200 malidey placee Rt
5 Viavimers nNCRWes n inciementy
of 100mg of W0 mg of 50 mg
every 12N every 12 ix {112 tsp} q.id.
‘Tablel = Chewable or corventional leblets
1XA = Tegretof®-XA axiended releass labiets
Tegretol Suspension Manutactured by
Novanis Pharmaceuticals Canara Inc. Novartis Pharmaceuticals Corporatian
Dorval (Québec), Canada HIS 129 East Hanaver, New Jarsey 07936
T2000-39
REV: JUNE 2000 2257-25-00A 89007004
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Carbamazepine Tablets USP, 200 mg (Chewable), package size: 100 tablets
Draft Container Label

3po) DdN

TARO

NDC 51672-4050-1

Carbamazepine
Tablets USP (Chewable)

200 mg

Rx only
100 Tablets

Sealed for your protection

Do not store above 30°C (86°C).
Store in a dry place.

Dosage: See package insert
Protect from light and moisture.
Dispense in tight, light-resistant
container (USP).

Keep this and all drugs out of
the reach of children.

Manufactured by:

Taro Pharmaceutical Industries
Lid.

Haifa Bay, Israel 26110
Distributed by:

Taro Pharmaceuticals U.S.A., Inc.
Hawthorne, NY 10532

Carbamazepine Tablets USP, 200 mg (Chewable), package size: 400 tablets
Draft Container Label

9poD DdN

TARO

NDC 51672-4050-2

Carbamazepine
Tablets USP (Chewable)

200 ma

Rx only
400 Tablets

Sealed for your protection

Do not store above 30°C (86°C).
Store in a dry place.

Dosage: See package insert
Protect from light and moisture.
Dispense in tight, light-resistant
container (USP).

Keep this and all drugs out of
the reach of children.

Manufactured by:

Tare Pharmaceutical Industries
Ltd.

Haifa Bay, Israel 26110
Distributed by:

Taro Pharmaceuticals U.S.A., Inc.
Hawthorne, NY 10532
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Carbamazepine Tablets USP (chewable), 200 mg
(Highlighting the Changes in Arial Black)
Draft Package Insert

Carbamazepine Tablets USP (Chewable), 100 mg and 200 mg
Carbamazepine Tablets USP, 200 mg

Carbamazepine Oral Suspension USP, 100 mg/5 mL

Rx only

Prescribing Information

WARNING

APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTED IN ASSOCIATION
WITH THE USE OF CARBAMAZEPINE. DATA FROM A POPULATION-BASED CASE
CONTROL STUDY DEMONSTRATE THAT THE RISK OF DEVELOPING THESE REACTIONS IS
5 TO 8 TIMES GREATER THAN IN THE GENERAL POPULATION. HOWEVER, THE OVERALL
RISK OF THESE REACTIONS IN THE UNTREATED GENERAL POPULATION IS LOW,
APPROXIMATELY SIX PATIENTS PER ONE MILLION POPULATION PER YEAR FOR
AGRANULOCYTOSIS AND TWO PATIENTS PER ONE MILLION POPULATION PER YEAR
FOR APLASTIC ANEMIA.

ALTHOUGH REPORTS OF TRANSIENT OR PERSISTENT DECREASED PLATELET OR WHITE
BLOOD CELL COUNTS ARE NOT UNCOMMON IN ASSOCIATION WITH THE USE OF
CARBAMAZEPINE, DATA ARE NOT AVAILABLE TO ESTIMATE ACCURATELY THEIR
INCIDENCE OR OUTCOME. HOWEVER, THE VAST MAJORITY OF THE CASES OF
LEUKOPENIA HAVE NOT PROGRESSED TO THE MORE SERIOUS CONDITIONS OF
APLASTIC ANEMIA OR AGRANULOCYTOSIS.

BECAUSE OF THE VERY LOW INCIDENCE OF AGRANULOCYTOSIS AND APLASTIC
ANEMIA, THE VAST MAJORITY OF MINOR HEMATOLOGIC CHANGES OBSERVED IN
MONITORING OF PATIENTS ON CARBAMAZEPINE ARE UNLIKELY TO SIGNAL THE
OCCURRENCE OF EITHER ABNORMALITY. NONETHELESS, COMPLETE PRETREATMENT
HEMATOLOGICAL TESTING SHOULD BE OBTAINED AS A BASELINE. IF A PATIENT IN THE
COURSE OF TREATMENT EXHIBITS LOW OR DECREASED WHITE BLOOD CELL OR
PLATELET COUNTS, THE PATIENT SHOULD BE MONITORED CLOSELY. DISCONTIN-
UATION OF THE DRUG SHOULD BE CONSIDERED IF ANY EVIDENCE OF SIGNIFICANT
BONE MARROW DEPRESSION DEVELOPS.

Before prescribing carbamazepine, the physician should be thoroughly familiar with the details
of this prescribing information, particularly regarding use with other drugs, especially those which
accentuate toxicity potential.
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DESCRIPTION

Carbamazepine USP, is an anticonvulsant and specific analgesic for trigeminal neuralgia, available for
oral administration as chewable tablets of 100 mg and 200 mg, tablets of 200 mg, and as a oral
suspension of 100 mg /5 mL (teaspoonful). Its chemical name is SH-dibenz[b,f]azepine-5-carboxamide, and
its structural formula is:

Per USP 24 Monograph

Qo NH,

LD
CISHIZNZO

Carbamazepine USP is a white to off-white powder, practically insoluble in water and soluble in
alcohol and in acetone. Its molecular weight is 236.27.

Inactive ingredients: 100 mg and 200 mg chewable tablets - Eudragit RS 30D, diethyl
phthalate, croscarmellose sodium, microcrystalline cellulose, pregelatinized starch, magnesium stearate,
FD&C red no. 40 lake, sorbitol, and cherry natural. 200 mg tablets — Ammonio methacrylate copolymer,
diethyl phthalate, microcrystalline cellulose, com starch, croscarmellose sodium, and magnesium
stearate.

Oral Suspension — Carboxymethyl cellulose sodium, edetate disodium, FD&C yellow no. 6 lake,
methylparaben, microcrystalline cellulose and carboxymethyl cellulose sodium, orange flavor, polyoxyl-
8-stearate, propylparaben, purified water, sodium saccharine, and sorbitol solution.

The 200 mg tablet and 200 mg chewable tablet meet USP Dissolution Test 2. The
100 mg chewable tablet and the oral suspension meet USP Dissolution Test 1.

CLINICAL PHARMACOLOGY

In controlled clinical trials, carbamazepine has been shown to be effective in the treatment of
psychomotor and grand mal seizures, as well as trigeminal neuralgia.

Mechanism of Action

Carbamazepine has demonstrated anticonvulsant properties in rats and mice with electrically and
chemically induced seizures. It appears to act by reducing polysynaptic responses and blocking the post-
tetanic potentiation. Carbamazepine greatly reduces or abolishes pain induced by stimulation of the
infraorbital nerve in cats and rats. It depresses thalamic potential and bulbar and polysynaptic reflexes,
including the linguomandibular reflex in cats. Carbamazepine is chemically unrelated to other
anticonvulsants or other drugs used to control the pain of trigeminal neuralgia. The mechanism of action
remains unknown.

The principal metabolite of carbamazepine, carbamazepine-10,11-epoxide, has anticonvulsant activity
as demonstrated in several in vivo animal models of seizures. Though clinical activity for the epoxide has
been postulated, the significance of its activity with respect to the safety and efficacy of carbamazepine
has not been established.

Pharmacokinetics

In clinical studies, carbamazepine suspension, conventional tablets, and carbamazepine extended-release
tablets delivered equivalent amounts of drug to the systemic circulation. However, the suspension was
absorbed somewhat faster, and the carbamazepine extended-release tablet slightly slower, than the
conventional tablet. The bioavailability of the carbamazepine extended-release tablet was 89%
compared to suspension. Following a b.i.d. dosage regimen, the suspension provides higher peak levels
and lower trough levels than those obtained from the conventional tablet for the same dosage regimen.
On the other hand, following a t.1.d. dosage regimen, carbamazepine suspension affords steady-state
plasma levels comparable to carbamazepine tablets given b.i.d. when administered at the same total mg
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daily dose. Following a b.i.d. dosage regimen, carbamazepine extended-release tablets afford steady-
state plasma levels comparable to conventional carbamazepine tablets given q.i.d., when administered at
the same total mg daily dose. Carbamazepine in blood is 76% bound to plasma proteins. Plasma levels
of carbamazepine are variable and may range from 0.5 to 25 mcg/mL, with no apparent relationship to
the daily intake of the drug. Usual adult therapeutic levels are between 4 and 12 mcg/mL. In
polytherapy, the concentration of carbamazepine and concomitant drugs may be increased or decreased
during therapy, and drug effects may be altered (see PRECAUTIONS, Drug Interactions). Following
chronic oral administration of suspension, plasma levels peak at approximately 1.5 hours compared to 4
to 5 hours after administration of conventional carbamazepine tablets, and 3 to 12 hours after
administration of carbamazepine extended-release tablets. The CSF/serum ratio is 0.22, similar to the
24% unbound carbamazepine in serum. Because carbamazepine induces its own metabolism, the half-life
is also variable. Autoinduction is completed after 3 to 5 weeks of a fixed dosing regimen. Initial half-
life values range from 25 to 65 hours, decreasing to 12 to 17 hours on repeated doses. Carbamazepine is
metabolized in the liver. Cytochrome P450 3A4 was identified as the major isoform responsible for the
formation of carbamazepine-10,11-epoxide from carbamazepine. After oral administration of '*C-
carbamazepine, 72% of the administered radioactivity was found in the urine and 28% in the feces. This
urinary radioactivity was composed largely of hydroxylated and conjugated metabolites, with only 3% of
unchanged carbamazepine.

The pharmacokinetic parameters of carbamazepine disposition are similar in children and in adults.
However, there is a poor correlation between plasma concentrations of carbamazepine and
carbamazepine dose in children. Carbamazepine is more rapidly metabolized to carbamazepine-10,11-
epoxide (a metabolite shown to be equipotent to carbamazepine as an anticonvulsant in animal screens)
in the younger age groups than in adults. In children below the age of 15, there is an inverse relationship
between CBZ-E/CBZ ratio and increasing age (in one report from 0.44 in children below the age of 1
year to 0.18 in children between 10 to 15 years of age).

The effects of race and gender on carbamazepine pharmacokinetics have not been systematically
evaluated.

INDICATIONS AND USAGE

Epilepsy: Carbamazepine is indicated for use as an anticonvulsant drug. Evidence supporting efficacy of

carbamazepine as an anticonvulsant was derived from active drug-controlled studies that enrolled

patients with the following seizure types:

1. Partial seizures with complex symptomatology (psychomotor, temporal lobe). Patients with these
seizures appear to show greater improvement than those with other types.

2. Generalized tonic-clonic seizures (grand mal).

3. Mixed seizure patterns which include the above or other partial or generalized seizures. Absence
seizures (petit mal) do not appear to be controlled by carbamazepine (see PRECAUTIONS, General).

Trigeminal Neuralgia: Carbamazepine is indicated in the treatment of the pain associated with true

trigeminal neuralgia.

Beneficial results have also been reported in glossopharyngeal neuralgia.

This drug is not a simple analgesic and should not be used for the relief of trivial aches or pains.
CONTRAINDICATIONS
Carbamazepine should not be used in patients with a history of previous bone marrow depression,
hypersensitivity to the drug, or known sensitivity to any of the tricyclic compounds such as amitriptyline,
desipramine, imipramine, protriptyline, nortriptyline, etc. Likewise, on theoretical grounds its use with
monoamine oxidase inhibitors is not recommended. Before administration of carbamazepine, MAO
inhibitors should be discontinued for a minimum of 14 days, or longer if the clinical situation permits.
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WARNINGS
Patients with a history of adverse hematologic reaction to any drug may be particularly at risk.

Severe dermatologic reactions including toxic epidermal necrolysis (Lyell's syndrome) and Stevens-
Johnson syndrome, have been reported with carbamazepine. These reactions have been extremely rare.
However, a few fatalities have been reported.

Carbamazepine has shown mild anticholinergic activity; therefore, patients with increased intraocular
pressure should be closely observed during therapy.

Because of the relationship of the drug to other tricyclic compounds, the possibility of activation of a
latent psychosis and, in elderly patients, of confusion or agitation should be borne in mind.

Usage in Pregnancy
Carbamazepine can cause fetal harm when administered to a pregnant woman.

Epidemiological data suggest that there may be an association between the use of carbamazepine during
pregnancy and congenital malformations, including spina bifida. In treating or counseling women of
childbearing potential, the prescribing physician will wish to weigh the benefits of therapy against the
risks. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, the
patient should be apprised of the potential hazard to the fetus.

Retrospective case reviews suggest that, compared with monotherapy, there may be a higher prevalence
of teratogenic effects associated with the use of anticonvulsants in combination therapy. Therefore, if
therapy is to be continued, monotherapy may be preferable for pregnant women.

In humans, transplacental passage of carbamazepine is rapid (30 to 60 minutes), and the drug is
accumulated in the fetal tissues, with higher levels found in liver and kidney than in brain and lung.

Carbamazepine has been shown to have adverse effects in reproduction studies in rats when given
orally in dosages 10 to 25 times the maximum human daily dosage (MHDD) of 1200 mg on a mg/kg
basis or 1.5 to 4 times the MHDD on a mg/m’ basis. In rat teratology studies, 2 of 135 offspring showed
kinked ribs at 250 mg/kg and 4 of 119 offspring at 650 mg/kg showed other anomalies (cleft palate, I;
talipes, 1; anophthalmos, 2). In reproduction studies in rats, nursing offspring demonstrated a lack of
weight gain and an unkempt appearance at a maternal dosage level of 200 mg/kg.

Antiepileptic drugs should not be discontinued abruptly in patients in whom the drug is administered to
prevent major seizures because of the strong possibility of precipitating status epilepticus with attendant
hypoxia and threat to life. In individual cases where the severity and frequency of the seizure disorder
are such that removal of medication does not pose a serious threat to the patient, discontinuation of the
drug may be considered prior to and during pregnancy, although it cannot be said with any confidence
that even minor seizures do not pose some hazard to the developing embryo or fetus.

Tests to detect defects using currently accepted procedures should be considered a part of routine
prenatal care in childbearing women receiving carbamazepine.

There have been a few cases of neonatal seizures and/or respiratory depression associated with maternal
carbamazepine and other concomitant anticonvulsant drug use. A few cases of neonatal vomiting,
diarthea, and/or decreased feeding have also been reported in association with maternal carbamazepine
use. These symptoms may represent a neonatal withdrawal syndrome.

PRECAUTIONS
General: Before initiating therapy, a detailed history and physical examination should be made.

Carbamazepine should be used with caution in patients with a mixed seizure disorder that includes
atypical absence seizures, since in these patients carbamazepine has been associated with increased
frequency of generalized convulsions (see INDICATIONS AND USAGE).

Therapy should be prescribed only after critical benefit-to-risk appraisal in patients with a history of
cardiac, hepatic or renal damage; adverse hematologic or hypersensitivity or reactions to other drugs,
including reactions to other anticonvulsants; or interrupted courses of therapy with carbamazepine.
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Hepatic effects, ranging from slight elevations in liver enzymes to rare cases of hepatic failure have
been reported (see ADVERSE REACTIONS and PRECAUTIONS, Laboratory Tests). In some cases,
hepatic effects may progress despite discontinuation of the drug.

Multi-organ hypersensitivity reactions occurring days to weeks or months after initiating treatment have
been reported in rare cases (see ADVERSE REACTIONS, Other and PRECAUTIONS, Information for
Patients).

Discontinuation of carbamazepine should be considered if any evidence of hypersensitivity develops.

Hypersensitivity reactions to carbamazepine have been reported in patients who previously experienced
this reaction to anticonvulsants including phenytoin and phenobarbital. A history of hypersensitivity
reactions should be obtained for a patient and the immediate family members. If positive, caution should
be used in prescribing carbamazepine.

Since a given dose of carbamazepine suspension will produce higher peak levels than the same dose
given as the tablet, it is recommended that patients given the suspension be started on lower doses and
increased slowly to avoid unwanted side effects (see DOSAGE AND ADMINISTRATION).
Information for Patients: Patients should be made aware of the early toxic signs and symptoms of a
potential hematologic problem, as well as dermatologic, hypersensitivity or hepatic reactions. These
symptoms may include, but are not limited to, fever, sore throat, rash, ulcers in the mouth, easy bruising,
lymphadenopathy and petechial or purpuric hemorrhage, and in the case of liver reactions, anorexia,
nausea/vomiting, or jaundice. The patient should be advised that, because these signs and symptoms
may signal a serious reaction, that they must report any occurrence immediately to a physician. In
addition, the patient should be advised that these signs and symptoms should be reported even if mild or
when occurring after extended use.

Since dizziness and drowsiness may occur, patients should be cautioned about the hazards of operating
machinery or automobiles or engaging in other potentially dangerous tasks.

Laboratory Tests: Complete pretreatment blood counts, including platelets and possibly reticulocytes
and serum iron, should be obtained as a baseline. If a patient in the course of treatment exhibits low or
decreased white blood cell or platelet counts, the patient should be monitored closely. Discontinuation of
the drug should be considered if any evidence of significant bone marrow depression develops.

Baseline and periodic evaluations of liver function, particularly in patients with a history of liver
disease, must be performed during treatment with this drug since liver damage may occur (see
PRECAUTIONS, General and ADVERSE REACTIONS). Carbamazepine should be discontinued,
based on clinical judgment, if indicated by newly occurring or worsening clinical or laboratory evidence
of liver dysfunction or hepatic damage, or in the case of active liver disease.

Baseline and periodic eye examinations, including slit-lamp, funduscopy and tonometry are
recommended, since many phenothiazines and related drugs have been shown to cause eye changes.

Baseline and periodic complete urinalysis and BUN determinations are recommended for patients
treated with this agent because of observed renal dysfunction.

Monitoring of blood levels (see CLINICAL PHARMACOLOGY) has increased the efficacy and
safety of anticonvulsants. This monitoring may be particularly useful in cases of dramatic increase in
seizure frequency and for verification of compliance. In addition, measurement of drug serum levels may
aid in determining the cause of toxicity when more than one medication is being used.

Thyroid function tests have been reported to show decreased values with carbamazepine administered
alone,
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Hyponatremia has been reported in association with carbamazepine use, either alone or in combination
with other drugs.

Interference with some pregnancy tests has been reported.
Drug Interactions: There has been a report of a patient who passed an orange rubbery precipitate in his
stool the day after ingesting carbamazepine suspension immediately followed by Thorazine®
(chlorpromazine hydrochloride) solution. Subsequent testing has shown that mixing carbamazepine
suspension and chlorpromazine solution (both generic and brand name) as well as carbamazepine
suspension and liquid Mellaril® (thioridizine) resulted in the occurrence of this precipitate. Because the
extent to which this occurs with other liquid medications is not known, carbamazepine suspension should
not be administered simultaneously with other liquid medicinal agents or diluents. (See DOSAGE AND
ADMINISTRATION).

Clinically meaningful drug interactions have occurred with concomitant medications and include, but
are not limited to, the following:
Agents That May Affect Carbamazepine Plasma Levels
CYP 3A4 inhibitors inhibit carbamazepine metabolism and can thus increase plasma carbamazepine
levels. Drugs that have been shown, or would be expected, to increase plasma carbamazepine levels
include:
cimetidine, danazol, diltiazem, macrolides, erythromycin, troleandomycin, clarithromycin, fluoxetine,

loratadine, terfenadine, isoniazid, niacinamide, nicotinamide, propoxyphene, ketoconazole, itraconazole,
verapamil, valproate.*
CYP 3A4 inducers can increase the rate of carbamazepine metabolism. Drugs that have been shown, or
that would be expected, to decrease plasma carbamazepine levels include:

cisplatin, doxorubicin HCl, felbamatet, rifampin, phenobarbital, phenytoin, primidone, theophylline.

* increased levels of the active 10,11-epoxide

Tdecreased levels of carbamazepine and increased levels of the 10,11-epoxide

Effect of Carbamazepine on Plasma Levels of Concomitant Agents

Increased levels: clomipramine HCI, phenytoin, primidone.

Carbamazepine induces hepatic CYP activity. Carbamazepine causes, or would be expected to cause,
decreased levels of the following:

acetaminophen, alprazolam, clonazepam, clozapine, dicumarol, doxycycline, ethosuximide, haloperidol,
lamotrigine, metheuximide, oral and other hormonal contraceptives, phensiximide, phenytoin,
theophylline, tiagabine, topiramate, valproate, warfarin,

Concomitant administration of carbamazepine and litium may increase the risk of neurotoxic side effects.

Alterations of thyroid function have been reported in combination therapy with other anticonvulsant
medications.

Concomitant use of carbamazepine with hormonal contraceptive products (e.g. oral, and levonogestrel
subdermal implant contraceptives) may render the contraceptives less effective because the plasma
concentrations of the hormones may be decreased. Breakthrough bleeding and unintended pregnancies
have been reported. Alternative or back-up methods of contraception should be considered.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Carbamazepine, when administered to Sprague-
Dawley rats for two years in the diet at doses of 25, 75 and 250 mg/kg/day, resulted in a dose-related
increase in the incidence of hepatocellular tumors in females and of benign interstitial cell adenomas in
the testes of males.

Carbamazepine must, therefore, be considered to be carcinogenic in Sprague-Dawley rats. Bacterial and
mammalian mutagenicity studies using carbamazepine produced negative results. The significance of
these findings relative to the use of carbamazepine in humans is, at present, unknown.
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Usage in Pregnancy: Pregnancy Category D (See WARNINGS).

Labor and Delivery: The effect of carbamazepine on human labor and delivery is unknown.

Nursing Mothers: Carbamazepine and its epoxide metabolite are transferred to breast milk. The ratio
of the concentration in breast milk to that in maternal plasma is about 0.4 for carbamazepine and about
0.5 for the epoxide. The estimated doses given to the newbom during breast feeding are in the range of 2
to 5 mg daily for carbamazepine and 1 to 2 mg daily for the epoxide.

Because of the potential for serious adverse reactions in nursing infants from carbamazepine, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug to the mother.

Pediatric Use: Substantial evidence of carbamazepine’s effectiveness for use in the management of
children with epilepsy (see INDICATIONS AND USAGE for specific seizure types) is derived from
clinical investigations performed in adults and from studies in several in vitro systems which support the
conclusion that (1) the pathogenetic mechanisms underlying seizure propagation are essentially identical
in adults and children, and (2) the mechanism of action of carbamazepine in treating seizures is
essentially identical in adults and children.

Taken as a whole, this information supports a conclusion that the generally accepted therapeutic range
of total carbamazepine in plasma (i.e., 4 to 12 mcg/mlL) is the same in children and adults.

The evidence assembled was primarily obtained from short-term use of carbamazepine. The safety of
carbamazepine in children has been systematically studied up to 6 months. No longer-term data from
clinical trials is available.

Geriatric Use: No systematic studies in geriatric patients have been conducted.

ADVERSE REACTIONS

If adverse reactions are of such severity that the drug must be discontinued, the physician must be aware
that abrupt discontinuation of any anticonvulsant drug in a responsive epileptic patient may lead to
seizures or even status epilepticus with its life-threatening hazards.

The most severe adverse reactions have been observed in the hemopoietic system (see boxed
WARNING), the skin, liver, and the cardiovascular system.

The most frequently observed adverse reactions, particularly during the initial phases of therapy, are
dizziness, drowsiness, unsteadiness, nausea, and vomiting. To minimize the possibility of such reactions,
therapy should be initiated at the low dosage recommended.

The following additional adverse reactions have been reported:

Hemopoietic System: Aplastic anemia, agranulocytosis, pancytopenia, bone marrow depression,
thrombocytopenia, leukopenia, leukocytosis, eosinophilia, acute intermittent porphyria.

Skin: Pruritic and erythematous rashes, urticaria, toxic epidermal necrolysis (Lyell's syndrome) (see
WARNINGS), Stevens-Johnson syndrome (see WARNINGS), photosensitivity reactions, alterations in
skin pigmentation, exfoliative dermatitis, erythema multiforme and nodosum, purpura, aggravation of
disseminated lupus erythematosus, alopecia, and diaphoresis. In certain cases, discontinuation of therapy
may be necessary. Isolated cases of hirsutism have been reported, but a causal relationship is not clear.
Cardiovascular System: Congestive heart failure, edema, aggravation of hypertension, hypotension,
syncope and collapse, aggravation of coronary artery disease, arrthythmias and AV block,
thrombophlebitis, thromboembolism, and adenopathy or lymphadenopathy.

Some of these cardiovascular complications have resulted in fatalities. Myocardial infarction has been
associated with other tricyclic compounds.

Liver: Abnormalities in liver function tests, cholestatic and hepatocellular jaundice, hepatitis, very rare
cases of hepatic failure.

Pancreatic: Pancreatitis.

Respiratory System: Pulmonary hypersensitivity characterized by fever, dyspnea, pneumonitis or
pneumonia.
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Genitourinary System: Urinary frequency, acute urinary retention, oliguria with elevated blood
pressure, azotemia, renal failure, and impotence. Albuminuria, glycosuria, elevated BUN and
microscopic deposits in the urine have also been reported.

Testicular atrophy occurred in rats receiving carbamazepine orally from 4 to 52 weeks at dosage levels
of 50 to 400 mg/kg/day. Additionally, rats receiving carbamazepine in the diet for 2 years at dosage
levels of 25, 75 and 250 mg/kg/day had a dose-related incidence of testicular atrophy and
aspermatogenesis. In dogs, it produced a brownish discoloration, presumably a metabolite, in the urinary
bladder at dosage levels of 50 mg/kg and higher. Relevance of these findings to humans is unknown.
Nervous System: Dizziness, drowsiness, disturbances of coordination, confusion, headache, fatigue,
blurred vision, visual hallucinations, transient diplopia, oculomotor disturbances, nystagmus, speech
disturbances, abnormal involuntary movements, peripheral neuritis and paresthesias, depression with
agitation, talkativeness, tinnitus, and hyperacusis.

There have been reports of associated paralysis and other symptoms of cerebral arterial insufficiency,
but the exact relationship of these reactions to the drug has not been established.

I[solated cases of neuroleptic malignant syndrome have been reported with concomitant use of
psychotropic drugs.

Digestive System: Nausea, vomiting, gastric distress and abdominal pain, diarrhea, constipation,
anorexia, and dryness of the mouth and pharynx, including glossitis and stomatitis.

Eyes: Scattered punctate cortical lens opacities, as well as conjunctivitis, have been reported. Although .
a direct causal relationship has not been established, many phenothiazines and related drugs have been
shown to cause eye changes.

Musculoskeletal System: Aching joints and muscles, and leg cramps.

Metabolism: Fever and chills. Inappropriate antidiuretic hormone (ADH) secretion syndrome has been
reported. Cases of frank water intoxication, with decreased serum sodium (hyponatremia) and confusion,
have been reported in association with carbamazepine use (see PRECAUTIONS, Laboratory Tests).
Decreased levels of plasma calcium have been reported.

Other: Multi-organ hypersensitivity reactions occurring days to weeks or months after initiating
treatment have been reported in rare cases. Signs or symptoms may include, but are not limited to fever,
skin rashes, vasculitis, lymphadenopathy, disorders mimicking lymphoma, arthraigia, leukopenia,
eosinophilia, hepato-splenomegaly and abnormal liver function tests. These signs and symptoms may
occur in various combinations and not necessarily concurrently. Signs and symptoms may initially be
mild. Various organs, including but not limited to, liver, skin, immune system, lungs, kidneys, pancreas,
myocardium, and colon may be affected (see PRECAUTIONS, General and PRECAUTIONS,
Information for Patients).

Isolated cases of a lupus erythematosus-like syndrome have been reported. There have been occasional
reports of elevated levels of cholesterol, HDL cholesterol, and triglycerides in patients taking
anticonvulsants.

A case of aseptic meningitis, accompanied by myoclonus and peripheral eosinophilia, has been reported
in a patient taking carbamazepine in combination with other medications. The patient was successfully
dechallenged, and the meningitis reappeared upon rechallenge with carbamazepine.

DRUG ABUSE AND DEPENDENCE

No evidence of abuse potential has been associated with carbamazepine, nor is there evidence of
psychological or physical dependence in humans.

OVERDOSAGE

Acute Toxicity

Lowest known lethal dose: adults, 3.2 g (a 24 year-old woman died of a cardiac arrest and a 24 year-old
man died of pneumonia and hypoxic encephalopathy); children, 4 g {(a 14 year-old girl died of a cardiac
arrest), 1.6 g (a 3 year-old girl died of aspiration pneumonia).

Oral LDsq in animals (mg/kg): mice, 1100 to 3750; rats, 3850 to 4025; rabbits, 1500 to 2680; guinea
pigs, 920.

Page 8 of 12 22



Signs and Symptoms
The first signs and symptoms appear after 1 to 3 hours. Neuromuscular disturbances are the most
prominent. Cardiovascular disorders are generally milder, and severe cardiac complications occur only
when very high doses (>60 g) have been ingested.
Respiration: Trregular breathing, respiratory depression.
Cardiovascular System: Tachycardia, hypotension or hypertension, shock, conduction disorders.
Nervous System and Muscles: Impairment of consciousness ranging in severity to deep coma.
Convulsions, especially in small children. Motor restlessness, muscular twitching, tremor, athetoid
movements, opisthotonos, ataxia, drowsiness, dizziness, mydriasis, nystagmus, adiadochokinesia,
ballism, psychomotor disturbances, dysmetria. Initial hyperreflexia, followed by hyporeflexia.
Gastrointestinal Tract: Nausea, vomiting.
Kidneys and Bladder: Anuria or oliguria, urinary retention.
Laboratory Findings: Isolated instances of overdosage have included leukocytosis, reduced leukocyte
count, glycosuria and acetonuria. EEG may show dysrhythmias.
Combined Poisoning: When alcohol, tricyclic antidepressants, barbiturates or hydantoins are taken at the
same time, the signs and symptoms of acute poisoning with carbamazepine may be aggravated or
modified.
Treatment
The prognosis in cases of severe poisoning is critically dependent upon prompt elimination of the drug,
which may be achieved by inducing vomiting, irrigating the stomach, and by taking appropriate steps to
diminish absorption. If these measures cannot be implemented without risk on the spot, the patient
should be transferred at once to a hospital, while ensuring that vital functions are safeguarded. There is
no specific antidote.
Elimination of the Drug: Induction of vomiting.

Gastric lavage. Even when more than 4 hours have elapsed following ingestion of the drug, the stomach
should be repeatedly irrigated, especially if the patient has also consumed alcohol.
Measures fo Reduce Absorption: Activated charcoal, laxatives.
Measures to Accelerate Elimination: Forced diuresis.

Dialysis is indicated only in severe poisoning associated with renal failure. Replacement transfusion is
mmdicated in severe poisoning in small children.
Respiratory Depression: Keep the airways free; resort, if necessary, to endotracheal intubation, artificial
respiration, and administration of oxygen.
Hypotension, Shock: Keep the patient's legs raised and administer a plasma expander. If blood pressure
fails to rise despite measures taken to increase plasma volume, use of vasoactive substances should be
considered.
Convulsions: Diazepam or barbiturates.
Warning: Diazepam or barbiturates may aggravate respiratory depression (especially in children),
hypotension, and coma. However, barbiturates should not be used if drugs that inhibit monoamine
oxidase have also been taken by the patient either in overdosage or in recent therapy (within one week).
Surveillance: Respiration, cardiac function (ECG monitoring), blood pressure, body temperature,
pupillary reflexes, and kidney and bladder function should be monitored for several days.
Treatment of Blood Count Abnormalities: If evidence of significant bone marrow depression develops,
the following recommendations are suggested:
(1) stop the drug, (2) perform daily CBC, platelet and reticulocyte counts, (3) do a bone marrow
aspiration and trephine biopsy immediately and repeat with sufficient frequency to monitor recovery.

Special periodic studies might be helpful as follows: (1) white cell and platelet antibodies, (2) *°Fe-
ferrokinetic studies, (3) peripheral blood cell typing, (4) cytogenetic studies on marrow and peripheral
blood, (5) bone marrow culture studies for colony-forming units, (6) hemoglobin electrophoresis for
A, and F hemoglobin, and (7) serum folic acid and B,; levels.

A fully developed aplastic anemia will require appropriate intensive monitoring and therapy, for which
specialized consultation should be sought.

Page 9 of 12 2 %)



DOSAGE AND ADMINISTRATION (see table below)

Carbamazepine suspension in combination with liquid chlorpromazine or thioridazine results in
precipitate formation, and, in the case of chlorpromazine, there has been a report of a patient passing an
orange rubbery precipitate in the stool following coadministration of the two drugs. (See Drug
Interactions.) Because the extent to which this occurs with other liquid medications is not known,
carbamazepine suspension should not be administered simultaneously with other liquid medications or
diluents.

Monitoring of blood levels has increased the efficacy and safety of anticonvulsants (see PRE-
CAUTIONS, Laboratory Tests). Dosage should be adjusted to the needs of the individual patient. A low
initial daily dosage with a gradual increase is advised. As soon as adequate control is achieved, the
dosage may be reduced very gradually to the minimum effective level. Medication should be taken with
meals.

Since a given dose of carbamazepine suspension will produce higher peak levels than the same dose
given as the tablet, it is recommended to start with low doses (children 6 to 12 years; ¥z teaspoon q.i.d.)
and to increase slowly to avoid unwanted side effects.

Conversion of patients from oral carbamazepine tablets to carbamazepine suspension: Patients should
be converted by administering the same number of mg per day in smaller, more frequent doses
(i.e., b.i.d. tablets to t.i.d. suspension).
Epilepsy: (See INIDCATIONS AND USAGE.)
Adults and Children over 12 Years of Age
Initial: Either 200 mg b.i.d. for tablets, or 1 teaspoon q.i.d. for suspension (400 mg/day). Increase at
weekly intervals by adding up to 200 mg per day using a t.i.d. or q.i.d. regimen until the optimal response
is obtained. Dosage should generally not exceed 1000 mg daily in children 12 to 15 years of age, and
1200 mg daily in patients above 15 years of age. Doses up to 1600 mg daily have been used in adults in
rare instances. Maintenance: Adjust dosage to the minimum effective level, usually 800 to 1200 mg
daily.
Children 6 to 12 Years of Age
Initial: Either 100 mg b.i.d. for tablets, or 1/2 teaspoon q.i.d. for suspension (200 mg/day). Increase at
weekly intervals by adding up to 100 mg per day using a t.i.d. or q.i.d. regimen until the optimal response
is obtained. Dosage generally should not exceed 1000 mg daily. Maintenance: Adjust dosage to the
minimum effective level, usually 400 to 800 mg daily.
Children Under 6 Years of Age
Initial: 10 to 20 mg/kg/day b.i.d. or t.i.d. Increase weekly to achieve optimal clinical response
administered t.i.d or q.i.d. Maintenance: Ordinarily, optimal clinical response is achieved at daily doses
below 35 mg/kg. If satisfactory clinical response has not been achieved, plasma levels should be
measured to determine whether or not they are in the therapeutic range. No recommendation regarding
the safety of carbamazepine for use at doses above 35 mg/kg/24
Hours can be made.
Combination Therapy: Carbamazepine may be used alone or with other anticonvulsants. When added to
existing anticonvulsant therapy, the drug should be added gradually while the other anticonvulsants are
maintained or gradually decreased, except phenytoin, which may have to be increased (see
PRECAUTIONS, Drug Interactions and Usage in Pregnancy, Pregnancy Category D).
Trigeminal Neuralgia: (See INDICATIONS AND USAGE.)
Initial: On the first day, 100 mg b.i.d. for a total daily dose of 200 mg. This daily dose may be increased
by up to 200 mg/day using increments of 100 mg every 12 hours only as needed to achieve freedom from
pain. Do not exceed 1200 mg daily. Maintenance: Control of pain can be maintained in most patients
with 400 to 800 mg daily. However, some patients may be maintained on as little as 200 mg daily, while
others may require as much as 1200 mg daily. At least once every 3 months throughout the treatment
period, attempts should be made to reduce the dose to the minimum effective level, or even to

discontinue the drug.
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Dosage Information

Initial Dose Subsequent Dose Maximum Daily Dose
Indication Tablet’ Suspension | Tablet’ Suspension Tablet” Suspension
Epilepsy 10 to 20 10t0 20 Increase weekly to Increase weekly to 35 mg/kg/24 hr 35 mg/kg/24 hr
Under 6 yr mg/kg/day  mg/kg/day | achieve optimal achieve optimal clinical | (see Dosage and (see Dosage and
b..d. or q.i.d. clinical response, t.i.d. response, t.i.d. or q.i.d. | Administration Administration
tid. or q.i.d. section below) section below)
6to12yr 100 mg Yatsp q.i.d. | Addup to 100 mg/day Addupto 1 tsp (100
b.i.d. (200 (200 at weekly intervals, mg)/day at weekly
mg/day) mg/day) t.1.d. or g.1.d. tervals t.i.d. or q.i.d.
1000 mg/24 hr
Over 12 yr 200 mg 1tsp q.id. | Addupto200 mg/day Add up to 2 tsp (200
b.id. (400 (400 at weekly intervals mg)/day at weekly 1000 mg/24 hr (12 to 15 yr)
mg/day) mg/day) ti.d. or g.i.d. intervals, t.i.d. or q.i.d. 1200 mg/24 hr (> 15 yr)
1600 mg/24 hr (adults, in rare
mstances)
Trigeminal 100 mg Y2 tsp q.i.d. | Addup to 200 mg/day Add up to 2 tsp (200
Neuralgia b..d. (200 (200 in increments of 100 mg)/day in increments
mg/day) mg/day) mg every 12 hr of 50 mg (1/2 tsp) q.i.d. 1200 mg/24 hr




HOW SUPPLIED

Carbamazepine Tablets USP (chewable), 200 mg - - White oval flat tablet
with pink speckles, cherry odor. Both sides scored, one side engraved “T”
above the score and engraved “27” under the score.

Bottles of 100 ......NDC 51672-4050-1

Bottles of 400 ......NDC 51672-4050-2

Do not store above 30°C (86°F).

Store in a dry place. Protect from light and moisture.

Dispense in tight, light-resistant container (USP).

Carbamazepine Tablets USP (Chewable), 100 mg - - White round tablet with pink speckles, cherry
odor, one side scored and engraved TARO above the score and 16 below the score.

Bottles of 100 ...... NDC 51672-4041-1

Bottles of 500 .....NDC 51672-4041-2

Unit Dose of 50 ...NDC 51672-4041-9

Unit Dose of 100..NDC 51672-4041-0

Do not store above 30°C (86°F).

Store in a dry place. Protect from light and moisture.

Dispense in tight, light-resistant container (USP).

Carbamazepine Tablets USP, 200 mg - - White, round, flat beveled-edge, one side scored and
engraved TARO above the score and 11 below the score.

Bottles of 100......... NDC 51672-4005-1

Bottles of 500......... NDC 51672-4005-2

Bottles of 1000......... NDC 51672-4005-3

Do not store above 30°C (86°F).

Protect from light and moisture.

Dispense 1n tight, light-resistant container (USP).

Carbamazepine Oral Suspension USP, 100 mg/5 mL (teaspoonful) — Orange colored and orange
flavored suspension.

Bottles of 450 mL...NDC 51672-4047-9

Shake well before using.

Do not store above 30°C (86°F).

Protect from freezing and from excessive heat.

Dispense in a tight, light resistant container (USP).

Manufactured by:

Taro Pharmaceutical Industries Ltd.,
Haifa Bay, Israel 26110

Revised: January 2001
89702-0101-0
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